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1X1 Responsive to communication(s) filed on Dec 30, 7999 

□ This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3 month(s), or thirty days, whichever 
is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
TnnTS^T™ abandoned - 135 US ' C - 5 133 )- Extensions of time may be obtained under the provisions of 

o / Urn 1 . 1 36(a). 

Disposition of Claims 

^ Claim(s) is/are pending in the application. 

Of the above, claim(s) 2±29 ; is/are withdrawn from consideration . 

DCIaim,s) . is/are allowed. 

^ Claim(s) ^3and30.41 is/are rejected 

□ Claim(s) . , .. A . 

— ■ is/are objected to. 

^ C,aims . , are subject to restriction or election requirement. 

Application Papers 

ES See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on , s Q P p rove d Qjisapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 

□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
Attachment(s) 

ES Notice of References Cited, PTO-892 

H Information Disclosure Statement(s), PTO-1449, Paper No(s). 4, 6 

□ Interview Summary, PTO-413 

Kl Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
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Art Unit: 1646 

DETAILED ACTION 

1 • Applicant's eiection with traverse of Group I (claims 1-23, 30-41) in Paper No.9 filed on 
December, 30, 1999 is acknowledged. 

The traversal is on the ground that Applicants preserve the right of filing a Divisional 
application directed to the non-elected invention at a later stage, and that upon an indication of 
allowable subject matter, Applicants request rejoinder of the process claims. 

With respect to Applicants first ground of traversal, Applicants would be allowed to file a 
Divisional application directed to the non-elected invention at a later stage. With respect to the 
second ground of traversal, upon an indication of allowable subject matter, the process claims 
directed to the examined invention, will be rejoined as long as the process claims do not precipitate 
new rejections and are the same scope as the product claims. 
The restriction requirement is still deemed proper and is therefore made FINAL. 

Claims 24-29, and 41 are withdrawn from consideration by the Examiner as they are drawn 
to non-elected inventions. 
Specification 

2a. It is noted that this application is a continuation of PCT Application No. PCT/Hu98/00086, 

filed on 09/18/97. A reference to the prior application must be inserted as the first sentence of the 

specification of this application if Applicant intends to rely on the filing date of the prior application 

under 35 U.S.C. 120. See 37 CFR 1.78(a). 

It is suggested that below the title of the invention be inserted: 

Cross Reference to Related Applications 
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"This Application is a continuation of PCT/Hu98/00086". 
iYr^ 11 ^ vuii v^Livjii is icCjuii ecj. 

2b. The following guidelines illustrate the preferred layout and content for patent applications 
These guidelines are suggested for the applicant's use. 

Arrangement of the Specification 

The foUowing order or arrangement is preferred in framing the specification and, except for 
he reference to 'Mcrofiche Appendix" and the drawings, each of the lettered items should ap'p a 
in upper case without underlining or bold type, as section headings. If no text follows the section 
heading, the phrase "Not Applicable" should follow the section heading: 

(a) Title of the Invention. 

(b) Cross-References to Related Applications. 

© Statement Regarding Federally Sponsored Research or Development 

(d) Reference to a "Microfiche Appendix" (see 37 CFR 1 .96) 

(e) Background of the Invention. 
1 • Field of the Invention. 

2. Description of the Related Art including information disclosed under 37 
CFR 1.97 and 1.98. 

(f) Brief Summary of the Invention. 

(g) Brief Description of the Several Views of the Drawing(s). 

(h) Detailed Description of the Invention. 

(I) Claim or Claims (commencing on a separate sheet). 

0) Abstract of the Disclosure (commencing on a separate sheet) 

(k) Drawings. 

(I) Sequence Listing (see 37 CFR 1.821-1.825). 
There are 9 figures in this Application, however, the section titled "Brief Description of the Figures" 
describing the figures is missing. Appropriate correction is required. 



The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 

™ ft US T k ' ™ ^ M ' dear ' COnC1Se > and exact te ™ « to enable any 
person skilled m the art to whrch it pertains, or with which it is most nearly connected to mate 
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and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. J 6 

3. Claims 1-23 and 30-41 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a water soluble composition comprising the compounds recited 
in claim 8, said compounds attached to human serum albumin in a non-covalent fashion, is non- 
enabling for "all" possible water -soluble compositions comprising the substances recited in claim 7, 
linked non-covalently to "all" possible animal plasma proteins. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make and 
use the invention commensurate in scope with these claims. 

Claims 1-7, recite "a water soluble product containing a therapeutically active compound 

having low aqueous solubility and a substantial binding affinity to plasma proteins while, the 
specification discloses only compositions comprising paclitaxel, camptothecin, amphotericin, 
carbamazepine, cyclosporin A, or propofol attached to human serum albumin, (see page Examples 
Hl-n.35, on pages 16-25). The specification discloses, that the above mentioned compounds all have 
serum albumin binding affinities, and that the drugs retained their biological and therapeutic activities 
when linked to human serum albumin while becoming more soluble, see tables II A and II B, which 
compares the effects of paclitaxel in absolute alcohol and paclitaxel attached to HSA on MCF7 breast 
cancer cell proliferation. Instant specification also discloses in vivo pharmacokinetics tests comparing 
the drugs prepared in the conventional method and when the drugs were prepared following the 
method of the instant invention, (see page 29). Consequently, the instant specification is enabling for 
composition comprising a drug having low water solubility, attached to albumin, said composition 
retaining biological activity both in vitro and in vivo. Thus, the instant specification is only enabling 
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for water-soluble composite comprising, drugs having low water solubility and having binding 

affinity for albumin, attached to a1Kn™;~ r>,- r_ 

' — " wwnon or me factors set forth in Ex nam Fnrman 

(230 USPQ 546 (Bd. Pat. App. & !„,. I986 ), and reiterated in taJKufc (858 F 2d 73 1, 737, 8 
USPQ2d ,400, .404 (Fed. Cir. .988), which include (., quantity of experimentation, (2, guidance 
presented, (3) the predicMity of the art, and (4) the breadth of the claims, in the instant appiication, 
the quantity of experiment to deterge which of the disparate agents recited in claim 7 have 
bindatg affinity for human seram albumin, generate compositions comprising said agents attached to 
HSA, tes, if said compositions retamed biological activity while becoming more soluble, is practically 
infinite and the guidance provided in the specification very little. Absent further guidance from the 
specification, i, would require undue experimentation, ,„ delineate if the all the agents recited in claim 
7 have binding affinities for all the proteins recited ta claim 6, (glycoproteins, interferons, or 
interelukins), conduct the necessary experiments to show tha, indeed these agents do bind ,„ said 
proteins, test if the composition comprising dnrg-protein, retain biological activity and become water 
soluble. With respect to the proteins recited in claim 6, the instant specification is only enabling for 
a composition comprising drags bound ,„ ^ ^ 

attached to immunoglobtuin, (see example U.4 on page .7), and shows tha. said compositions are 
active and water soluble. However, the instan, specification, does no, disclose compositions 
comprising drags attached to interferon, interleukins or glycoproteins. 
4. Thefbllowing is a quotation ofthe second paragraph of 35 U.S.C. 112: 



Page 6 
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Claims 1-23, 30-41 are rejected under 35 U S C 1 1 o 

35 U.S.C. 1 12, second paragraph, as being indefinite 

for filing to particularly point out and distinct h.™ ^ ^ 

" J v OUUJ Wl mauer which applicant regards as 

the invention. 

* C,a ims , and 2 , are vague Md ^ ^ TOjtes ^ ^ ^ 

Cla ' m ' " S ° ^ " — - -r -o prot e, o, the foUowing ,, aaive 

claimed, (see paragraph 6a of this office action). 

whether the limitations following the nhr ac „ 

owmg the phrase are part of the claimed invention. See MPEP 

§ 2173.05(d). 

"-^^^^^^^^^^^ 

§ 2173.05(d). 

* >M «. 33, the phrase fc MeMte touse ^ 

§ 2173.05(d). 
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to point out what is included or excluded hvth«H^.. ~, • .. . 

l ms CJaim ls m omnibus type 

« ^^^^ mMbmMa ^a.„ g a s „ Mstateorthefonnofan 
or the form of an aqueous solution. Clarification is required. 

human p,a sma albumin Md y ^ ^ . ^ 

Claims, 4, are rejected as being vague and i ndeWte insofar as (hey ^ ^ ^ 
* ^»^ iS a q uo,a,ion„ f , h eappr„ priat e par a whsof35usc 
b3SIS ^Jg"*" U " der ,his s «™ "ade in this Office action: 

ApmonsMbeenliBedto.pato,,,,,,^.. 

anticipated by Satoh et al (EP 0326618). 

For this rejection, claim 1 of the instant application has been interpreted as reciting - a water- 
-* Pharmaceutical form„,a„ 0 „ , , iquid „ r M ^ m ^ 

proteins), bound to plasma protein. 

^-•--^ca,comp„ sa „ n c„m P Hsi„ g adr Ug ha,„ gV e ry , owsoluttty 
- «~. and ha,„ g a pro,,„ bi „di„ g property , , d dmg ^ ^ ^ ^ ^ 
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^andis.asoHdorliquidfonn, wherein said alburn is human derived , bum i„, wh er ein the 

solvent is removed by distillation, fpaee 3. line, i «.<>« ™, ™ , - _ „ . 

" ~ ~ ' ~~ w *°> 1,nes and claim 4), said 
Phan.ceu.ica, co mp „ sition , als0 contains ^ % ^ ^ 

P—es and ^ (instant ^ , 3 < , ?> g , ^ ^ ^ ^ ^ ^ ^ 
d,c,o S e a m e,„od of treatmem ^ ^ ^ 

(bndge between page 7 and page S, The pnannaceutica, composition ttught by Satoh „ 

.00 P a nsbywei g htofthe , bumil , (page3; , iM , 8 

28), (instant claims Z 10 30) Thp Q a t rt K o + t *> 

«, 30). The Satoh et al reference teaches a pharmaceutical composition 

-prising the specific drugs recited m c] , ms ^ u 3Q ^ ^ (azatWoprinej carbam ^ ne 

al reference clearly anticipated claims 1-11, 21-23 30-31 36 38 40 4, k 

' J1 ' J0 ' J8 > 4 °-41, because it teaches a 
Phamaceurical condition „„„ M the limitations ^ fa ^ ^ 

6b. Claims 1-9 are rejected under 35 U S C imru\ u ■ 

U.S.C. 102(b), as being anticipated by Mitsuharu, Inaba (JP 

58-216126). 

M*h« •each'Ccon,^ omprising dnjg ^ ^ ^ ^ ^ 

(see abstract) and claims 1-9. 

<*i« ,-9 of inst a„ t app, ication „ ^ „ , ^ ^ 

in the absence of any evidence to the contrary. 
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Sc. The following is a ouotation of the approve paragr a phs of 35 u s c m ^ ^ ^ 
basis for the rejections under this section maH, in ™« • 

„ Wij43 vy lllwc ct^uQn; 

A person shall be entitled to a patent unless - 
Se^ 

the reqmrements of paragraphs (1), (2), JR^ST^^^^^^^ 6 ^ 
applicant for patent. W 01 S6Ctl0n 371 © of *0* before the invention thereof by the 

6d. Claims 1-10 are rejected under 35 US C in? u\ u- 

U.S.C. 102 (e), as being anticipated by Desai et al (Us 

Patent 5,916,596). 

a prefer embodiment Desai e, a, teaeh a pharmaceutical co mp o siti o„ comprising taxoI or 
mtramuscular, or intravenous route of adrninistration, (column 8> Hues 5- 15) . 

compost to paclitaxel). 

Therefore Desaie's reference anticipates the .stan, Calms ,,„ in the ^ rf 

evidence to the contrary. 

7 - The lowing is a quotation of 35 UST imw uu* 

U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

invention was made. P m ^ atentabl % shall not be negatived by the manner in which (he 
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u.b.C. 102(f) or (g)pnor art under 35 U.S.C. 103(a) ' potential 35 

7 a. Claims 1, 12-20 32 34-1 s 17 ™ ji 

• 32, 35, 37, 39-4! are rejected under 35 u&c ^ ^ 

unpatentable over Satoh et al (EP 0326618). 

^'■*-~'^^ fc ^^ 1-lihdl|lllIM(|1Mj 

and 37, or a method of parenteraUy administrating said composition. 

With ^ to Claims , 12 . 20 , 32 . 35 ^ 37 , ^ recj(e a fomuiation ^ 
— — — g specfflc drugs (campotothecim ^ ^ propfoi 

T" - **""— ™ — ■ — — — — —- ^-n.*-^ 
^^^^^^^^^ 

- — - w.c h are d ra W „ to parents administration ^ rffc 

—on par^, ^ Satoh et, show ^t the co mp „ siti o, comprising 
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P—v. One of ordinal « in the m would have ^ ^ ^ 

„ v s^cicilc a composition 

mcreased therapeutic activities, and !e ss undesirable side effects 

Conclusion 

No claim is allowed. 

Advisory Information 

non.aiiy be reached „„ *o*J&£»^W) 308-889, The exa^ner cal 
C^nTer^ 

Fozia Hamud 
Patent Examiner 
Art Unit 1646 

March 11,2000 D 

PREMAMERTZ^ 
PRIMARY EXAMINER 



